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100089200 








#a± «= (*2«) 











(54) \m\o&m mmteisrv/^mmftxte^om 

(57) [9SKI] 



(I) 



A: 17!rS3ffl©e*SS:WUTt>av^ry-^aXtt 

B 1 : -C (=0) -NR 3 -3m-NR 3 -C ( = 0) 
B 2 :-C (=0) -NR 4 -XH-NR 4 -C ( = 0) 
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[f»**i] Tia-«* (i) -c^$H5^r^> 



B 1 : -C (=0) -NR 3 -I}1-NR 3 -C ( = 0) 
B 2 :-C (=0) -NR 4 -X«-NR 4 -C (=0) 

[ftt*^3] tcsa«sn-5^r^>«*#: 

[0 0 0 1] 
[0 0 0 2] 

2141-2145, 1 9 8 9) 0 fttH. ih&m&^VS 

n^lU (J. Clinical Pharmacology 32,196-20 
9, 1992 RXf N. Eng. J. Med. 324(26) 1865-1875, 1991) . 



\ ^N— R 2 



[ooo3] hnyt*yn aaosft^ie-cfes^^ 
'm<DfemtRTm$k\zhm<w*i> mm mm, t 

-PAtPro-UK, ^^fe®, pp5-4 0 jfa.% 

ks, 1 9 8 6) , *<oi&^jtt#HS<0*-yy l 

^PS^-CcZV^^T^f ^ t*y X-T (Bioavailabilit 
y) ^^:i4®-Ct>^i®^^J9 (Biomed.Biochim.A 

eta 44,1201-1210,1985) . &&<D b Z. *>&n&t-&*It& 

@#XH^tt*B^&tfrtH»«@#;**- KSJS©^ 
ffiM.\CtiLWrZ>*— ^>-tf^A(Key Enzyme) "C£> 9 > 

n^tf^PfiW«fcf9 ^^WCJ-O. WAttlcSHXfrH. 

*T* t S"5T*tt*S*>« (THROMBOSIS RESEARCH (19) , 339- 

349,1980) a mm&mmf&xB*m9ftm*&Tit 
flom^ojfiasfr&jft/c^s (ot^5-2 0 8 94 6 

Thrombosis Haemostasis 71(3), 314-319,1994 R 
73 Thrombosis Haemostasis 72 (3) , 393-396, 1994) e 
[0 0 0 4] WO 9 6/1 6 9 4 O^te. TIE 

So 

[ft: 2 ] 



HN V 




£fc. WO 9 9/0 0 1 2 1^ WO 99X00127 
^mvo9 9/0 0 l28ti:(j;, X aH^B&SSIi: 



Kb 3] 
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1 «1 



rr 

[0 0 0 5] 
[0 0 0 6] 

mm±<D®mt-rz>, rta— ksc (i) -t^sfts^r 

fc e t4fc*>*»J!tt, TIB-Kst (I) "C^SttSv* 

[0 0 0 7] 
[«4] 



(I) 



a: i»S3«©«uai«r#brf>Av^Ty— /u*xr± 

B^-C (=0) -NR 3 -X{i-NR 3 -C ( = 0) 
B 2 :-C (=0) -NR 4 -Xii"NR 4 -C ( = 0) 

[0 0 0 8] 

A\ -f V^^/K s e c-:/^vK t e r t-^^/K 
V^vK >{y^yf/K ^af^V^/K t e r t-^> 



1, l-^^Ao^/K 1, 2-S^5vlO^/K 2, 
2-i^^^/^^/K 1, 2, 3- 

*J*?-;Vzf*?-/V, 3, Z As? A* ^ l-^vWT' 
1 , 1 , 2 - h y ^ ^vi^n tf 
l, 2, 2-h y t^jvrfxi tf/K l-xf/wi-^ 

[0009] rr y — £ urtt»frat«r&triSf* 

/k -ryfr/y/K >fywy^ hyr^y/K 
^h^^y^K t°yv?;K t°y^v^A\ t°y 
/K fcT95*=^K ^yKD/K <<>*vy/K ^>Ky 
ar/y/K ^y^yy;K Wy^K 

y**s>K ^y^r-y-y^/K v^yyy^/K -<>x--r 5: 
y /v. -Y^^ytfy^/K ^^^77^ s^t k 

D^<y/77=/K t7f y^/v, 1, 2— 

ywy;K -<yywyy;K ^y/fr^y 

[0010] ratdxsrWb-r^Av^r y— /vsxr±-^ 

rtAv^fiiRT^^a, -o-tM^ftr^lv^ 
ar/i'^n, ^nyyi^ -nh 2 , -nh«7;u 

=WK -N- (ffi»7/l'3r/l') 2 . -C (=NH) -NH 2 , 
-C ( = N-OH) -N H 2 , -C ( = NH) -NH-C ( = 



O) -O-i&j&TA-^VK -CO OH, 



-NO, 



-OH, 



C (=0) -0-{£ 
-C ( = 0) -NH 



mmT?v*M % -c (=0) - 



J&TA-^/K -CN, 
2 , -C ( = 0) -NH 
N- OEJftTVi'*/!') 

^y^D^ -COOH, -C (=0) -0-{£®fcT/^/W 

mm*. *vmm*. fkmm*t>*mtrt>tiz>o 

*K$ttytt>©ds$*H« 0 (i) » 

mm. ])^mm<D^m, mm. ^t o ty 
is^vm. -*v^m. =*^?m. -7^—^m. ^-y 
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(I) T^^^S^T^^^X^^^^JC 
[0 0 12] (CBSft) KTKi*»BBft^*Oft*ttft 
Mb 51 



( ii ) 



Q , Wf±Q^-N H 2 X^-N H-iS&T /U^/^M^T 3 
t§-g\ Wli-COOH$:Ml, Q^-cOOH^rJC^-T 

[0013] It A 

{b*4b(ii)fcft-&« (iv) o»^*>*36» 6^6^/1- 

iMb*» (la) Sr^-t-SSlS^feSo *SJtStt#fe 
©T5/yWbRJ6fc«*.«J;v\ i^Jitt^ n, n 

-^n-s^v^^^ K (DCC) , 1-^ 
/W3- (3- (N, N-^^f/VT^ /) ^Ptf;)/) 

^J^y/WT^K (DP PA) ^xf;l/^^^y;Vi/7 




[0 0 14] MfctbTtt, ^(^4L^^tW 

y/K ^^^**^K*^r.*i,feoaw«Kftif 

ifvwe/l^ y >\ by xl^/vt h V * f/^T 

sv, b°y^v, **fcthy^A, #y ^A-t-^h 

[0 0 15] X^B 

fb&»a i Ddb^ft (v) <o»^fc>*^e>)&s* 

/u^lfcfcTS^fcKJSS^ft** (la) £r^/£ih£ 
[ft 61 



(lb) 



(Ic) 
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S) 

X.UC 

msft** (i c) 

tt»*i-*=fy/Wk** (lb) <fc«9i£AT (i) . 
(i i) > (i i i) 0^tCj:!9^-re^t^-C# 

(i) - by/^ s?*— M::s*fc«* r^y^i^ 

S«*«fe:=hyyH* (lb) fc^#*#a£T\ * 
? / —/u*=>^ $ ; —>vm <DT;V=i—;V%: -40 °C7bm O 

; — /K T1rh>\ rh7t Kp77V 
[0016] (ii)^h K£ $^rfc 

hy^Wfc (ib) Ki^/vr s >\ hy^^rs^ 

^ K#£r»5 0 C<D^T5 KffttHLft 
7k*#«ET, (I b) Ks^a-y v»o, o 

(Id) 

5) 

[0018] xmD 

(1 e) nwis-rs-by^ft-e* (1 <n 

^nD^>, ^nax^y^ ^nn^/i/A, pgig; 

v, n-.* ^/we/ua^ y >\ t*yi^ -7-hy^A^b 
»#y*-k, #y pA-t-^h^s'K, ^5^vNbH 

[0 0 1 9] *mWit&V9 (I a) fpj&ST^Oifcgi 



[0017] (iii)^hy mzu&t s r s v 

&J17 5 h\ A^«Sr«aPS*6*«fe : 

= hy/H* (lb) Jc3SS7fe*jK*XW:«»«-e> TV 
^e— 7. tft7y^^<7^(f:7y^^7, ^Jt-^T^Bt 
r^^A, ftV7yi7;^/U7^^!>A, C 
H3AI (CI) NH, N a NH 2 > (CH) 2 NM g B 

75 vm*m^btiz. *jattLT7K*^by 

IflS7] 

(le) 

(i) ^R 2 ^7fc^^co>fb^^#er b&XZZ> 0 

^)^L(m^T/w^^i/7J/^^./K 

/u^->rw % 7V/K fiiRT/i^^/K r^/V=^/V N X/V7fr 

(I) ^R 2 ^7K^Jfl^o{b^?^fflv^ral^coN-r/^» 
^yWb«:tf 5*lcJ:?J*Mfls** (I) ^R 2 ds<£ftr 

[0 0 2 0] — (I) T^SfrSYfrfi^tt, 

*©tt^©7/v*Mb, Tv-/Wb, ^Yb, 5§tc, ^JPtK 

««i!i^i-*»H:, (I) ^£tiZ>^Vd&<& 

[ft 8] 
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R- 




S0 



R 4 - 



[0 0 2 1] (JSilsHk-^ifecoSSift) £TF> *mWit-k®> 



[•ft 9] 




HOOC 



(VI) 



(Va)^N-P 



R 4 



(Ma) 



«£*3 



HOOC 




R 1 ^ »&2 

(VII) 

(5£*K R\ R 3 , R 4 &tTPttlWrlBO*5lcSrW^S) 
[0 0 2 2] Kfel 

(VI) t*/U7$^m (Va) ^17^ Ktt 

r^;y (vi i) (va) ^t7-; K 



R 3 



R* 
HN 



R 4 y=v 



0 2 N 
R 1 




(VIII) 



^hn^ (vi i i) wr^y* (I I a) £r#S£t 
»SliPfiTtTk«H5. 

[ft 1 0 ] 



(Vb)^ N 



N^O 



.6 



(SCt, R\ R 3 . R 4 ^^l^fB^^^^-r6) 
[0 0 2 3] §£*fc4 

fb&<* (VI I) £TSv (Vb) trRiSS-erT? MS 
(lib) Sr»SRj£iC?fc?), WB^JStt 




mot^ 1 n-J^A^^* y 
>\ hy^^/vr^v, try s>>\ TKSWM-h y 
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lit 11] 



R'-t^B-R 4 



0. 



COOH 
(IVa) 



(VI) 



R s -H 
R 1 




»Si5 



COOH 
(IVa) 



(IX) 



»&6 



7-;y (vi) fctf/wstf^B* (iva) Sri^tT^ K 

[00 24] 6 

T^>- (IX) (IVa) ^L7 5 K 



R 4 



(XI) 6 



(IVb) 



«S8 



(W, A, R\ R 3 ^T/R 4 f^lScD^^^-r^) 

{C^m (XI) tT^y (IVb) ^rS^^^T 5 Ktt 
(I I I b) Sr#5SJJS-CfcS 0 

[0 0 2 5] 

X, ife«»@»fW#JXttJliL^U<«:*«k^J;o-C5l^ 

i-s±sa««fcu*rijSf«*, ^jk^ s —sum 

i£lfoj&f£ (T I A) , < fcRTttUfc (jlLftLA/«) m<D 



°Q R , 

(Ilia) 
f «S7 




(X) 

§!ffi7 

~hn# (X) H7^» (I I I a) Sr»5SJC"C 

Msi 2] 




(»lb) 

Mffimmmmm. vmmtw&&. «.«ftjfiL*rt»H* 

»«R^><^^«a^i3tt5IIK«&^??»5*P, PTCA 

(Percutaneous transluminal coronary angioplasty) 
Xfi P T C R (Percutaneous transluminal coronaryrec 
anal izat ion) ffiWZ&rt SWHBXOTWfe* fltfWI 

t UTCOBTffitt^lffi^ixS («fM¥6 - 2 2 7 9 7 1 

[oo26] i ) t bmmtimmmmxm^mmmm 



t bmmtJkmmmmxm^- (3^*^**0 *o. 
osMbvxmmmm (ph=7. 40) 
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0. 0 5Wml$:Mt6„ 3. B^o^^^m-rh 

OOOrpml 0&<DjM 
M&mc X <0 ftffi L7~ t h AIK 9 o n l XlMMMHtok 
lcT»AWRLfcS6»J l 0 m 1 % Jb£»ttfl^ttWHlB 
XS«5 7tiCT3MMU 2 

OmMCaCl »tt lOO/il Sr«Jp b*@«FM<D»J5e 
SrtTofe 0 ll^f^i^C^Ame 1 ung|iKC4 
ASHSMIUfc. SH«IH2f»jBiftAft (CT2^t) 
Ht||0Hoft*>9 icffiffijfeliac 1 O m 1 Sr«S*D Lfc^&o 

[0 0 2 7] 2) ^i/hnyfylTO«M 

0. 0 5MhMMMi (pH=7. 4 0) ItCmM 
U 6mg/ml«n, S^bn^fcTV (500 
IU/vial, »E9SHK) «r^3B*«*lCT»*b* 

10 0m u ^s^tK^t loo^ii 
oom ncatu fe3a*«*tcr*RLfciii 

ro©ay*lCttAme l ungthKC4A^ Uc 0 & 
S#IH2«eFja»ffi* (CT2«t) h^mmiwcio 

om i im^ii^F^^^ifaiLfc, 

[0 0 2 81 3) ^j»K&K:J:*l**IM«£RM 
lSMifkthy^^^o. 0 2Mhy^Mit 

^(pH=7. 40) eWml^St 

fc„ -frjsamrss - 2222 (m-4t¥m&) 

\mm tO. 75mg/ml frf&S bfc 0 ^3S«IUc^ 
r*»ffrtb*:||BW2 5 m 1 t 0. 0 5MhMIM 
(pH=8. 40) 1 7 0 mK S-2222 5 

0 n 1 «r$gfc«t: hmm^mmmmxm^mm^ 1 o 

M l^JPX.3 7°C1 55M Z^*^— h bfc 0 6 0%ii 
£5 0 m 1 *Hx:rSJSSritie>fc«4 0 5 nmXV&yt&& 
«I*U I C 50 £ffffib*: o W^^ttB i o-Radt 
*f^3 5 5 0Sr«ltfc. £JLbl) , 2) &t53) <D 

[0 0 2 9] 4) ^^^^rfflt^fce x v i v oTCOl 

B«mH£Kft (f£Mf*i&^) 

1 2l*WI£X±|6AUfclSttI CR^^ (2 0-3 0 
g, SLC*t) K2frU fe38*»*ClCT**Ufc!IB«*r 

T-C. &±WlM£*) 3- 8%?^>-mi- h V VJ*1/1 

Om^XO. 6mlMU 3000 rpml0^l 
a) Xt5b) ^ft^ttv^HXKH^n (PT) 



rtHSBBttM (APTT) ^^ij^^trofco 

a) ftmzkmmtifffl (pd 

liShny^^fy (54mg/viaK BCSSSE 
rfv^ytt) &iKS>Jc2. 5mlC8«l3. 7 

m l MI^UBBi*Mo«*M¥ofc 0 KHl«IRloHft 
ICiiAme I ung|iKC4AOTL/: 0 ^FJ<£>ft:b 

b) AfiaxKa«n (aptt) 

^ttho^7ry^^ (t/wytfc) 5 0m K -blBJfa. 
15 0/i l^3 7 < CCT3^«U fci£>a>C£>3 7 
^t-T^<IMfiLfc2 OmM Ca 2 C 1 2 ^5 0m l 
*rtSHDU»H#IB«)«*«rtfofc 0 KBttMe>H£ti:r* 
Arae lung|tKC4A^Lfc 0 SSSIOffcb*) fcl 

tt£r^bfc 0 fc*3, ttKBfftflofflMftl^rtBflHe 
[0 0 3 0] 5) -^.xSr/BV^ce x v i v o X<D& 
|B 4) <&Mft*l^«{CfTofc 0 *f*gfctf>*£m, 

[0031] -«5£ ( i ) ■e^$n<5*«Mfc^ft^ 

tt*U »3K«I, MttAI, Afflk «#J, ffilt 

nW^S-^^JxSo ttif^Wfc M£*tt-SB*S 

0. l-5 0 0mg, ^iPtO. 01-100mgt 
r*b«rllaI*>SV^Wt*lHlfcd^Ta#'r5. 
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if^>\ t: Kn^V^ntVi^irA-n — tKn 

[oo3 2] mn&^<Dtzfr<Dmftmi&m't. m#m\z 
#l mmmo&oftffi&m. m^j, 

yZzfWuz/py 3— /k *Ky ^u^yy ri— ,k ^ 
y -yioi 9 ft^ift, ^^tv^-zw) x o far 

¥Lte#J, #ifc#J> sSr^tai ({*Ix.tf, Y-X) . ^1 

^^(C^LT^ftS C t So 
[0 0 3 31 ^p^{t:^o^^^^^^^, oj 

^^^Mm^m^^v'^m, #y ^v^^w^y 
mm zmn-rzjrm. Ji»fc^»^fc««i*.tf*»^ 

(fc KD^V7 p nt°/Mf/Vt;l'n-^ (HPMC) , 
#y^;H:'n!j Ky (PVP) , y ^u^^ ]) a 
-/P (PEG) ^<E>7fC*gffil5$H\ 
f;l/t;Vn-7 (CMEC) % kKn^nWf 

/wt/i/n- xypu— b (hpmcp) , y^r^y/w 

L, S. ; n-A • T>-K- ^-**±H) ^« 

So JEte&KfcifK BT*ttO*K:i-***, >^t2^ 
h y ^«t«v^fiJ(Hb'fr**r»rt**5*S«f> 

KJSSMr— JVH 57-159 (198 3) 

ri^y^77No. l, &M¥tt»mmi > ac#ffi 
ne>, yy MM^y^ft, 7 8-8 2 (1 9 8 



8) ] o w0 9*>. #*b<tt, XM&nTttfbMI^OB 
mffltig 5 6-4 93 1 4f, FR2460667 

#) o 

[0 0 3 4] 

[0 0 3 5] ###J 1 

4-(4-y^/wi,4-s?rif>^v-w/v)^>'>'~ b y /n 

8.86 g£:12N:&^185 mltel*#U 80 < C"C12B*B8ft«i L 

ft L4- (4-y if ^ X-W /u) y 2 

7 > y K & 18. 25 g#fc 0 

4-(4-y 4-^Tif^^-W/W ^ y PTfy K 

^^^1080mg^rN, N-i^^ ^/V^yW^T ^ K50mltC^« 
rtlCl, 2 - ^ v'T ^ V1650mg, 1-b K 

u^v-^oy h y T y— /l^680mg, 

>T V fcVi^n^vUT ^ >870ml^Px.^-C13^r^ 
/Co ^kfrfc^^nn/ft/^A : ^^y— yK8 : 2) 3r 

rft^u, 2'-r^y-4- (4-y^vv-i, 4- 

— T^) -O-XT^y K750mg#fc o 

4-^/V^n-Oy r r^ h y/1^3. 89g^rN,N-^y ^-jV^;VJx 
7 ^ K30mlKl»WU rttlCl, if ^>-9. 7 g> « 

^^9.3g^Px.80 < )C-ei2^F^#bfCo SiS* 

«jE«#gL4- (1,4-^r^^-i-^/w) -'O-y 

=. h y /w$r7. 63g#fc 0 
[0 0 3 6] ##^14 

4- (1,4- ^r-tf/o— i — f/w) -^<^y^ h y /vs. i 

3g^»Ufel5nl^ffffU *P^51^T4^^S#Ufc 0 
SAIKtrSm. B»*7«^y— A«taiHcJSE*u flBK 
5ml^r*nx.l8^Anf^il^Ufco ®fc*5r»*!t«, lUl 

$ttk, »»*«ac-c«s»u, h y ^a-css^u 

h y 3i^vwT ^ ^4. 47ml, ^-t-^/W*— ^ 

y^r h8.75gSrJD^?a-ci2«Fra8M*ufco a«iKSr» 
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;v) -O-W yfTisy K£7.24g^Jt 0 

4- (4-t-^h^^/V7^^./U-l > 4-v ? T^^>'-l 

7^ K30mH£*gft? U 2-^^-U>^r^ 
>2.03g, 1-t Fn^yy b y /W.06g^.W 

^ni^/u^px.^-^^^Lfc 0 W$SJ§£rl#t^7fc 

7K-eft?#>u gmtr h v ^t«, mjzmm^ 2* 
-r^/-4- (4 - 1 -:/ h^v^/i^^/u- 1 , 4 
-^rif/^-i — f/v) ^yxr^y K740m g #f- o 

[0 0 3 7] ###J 6 
N — (2-7>/7x^) -4- 
^7/WtJ?=-/V— 1 , 4 — iyTify<>— 1 — -fAO ^<yX7 
^ K2.35g£rt°y ^V20ml[C^b, 4-^ h^v'-O' 

W/i^ny ki. i7 g *nx., ^m-ci5^n«#u^o s 
/va : y */-/W3o : i) *mmmmt-r z> *s v 

%5J**ti^hy : 77>(-KXffim^ N-[4- (4-t 
V^^-N' - (4-* h^i/'O'y^M -1, 2 

-7x^i/y^r ^ >3. 07g#fco 

4- (4-p<^/i— i,4~^r^v-i-^/i-) r~y^ 

lg£ h/^^10ml^^U, rtuc-f b-r vtT^^ 

4 h*7^ K800mg^^n^P^MT5^^UfCo 

^^nn^M : )V : T>^e~T7k(10 : 1 : 

0. l)Sr*WS«tt5'>y*y/v*7A^i3-7h^77 
— tCTltM L-> 2-T ^ y - 4' - (4-^^/^-1,4- 
^T^^-l--Y/W) ^yXT^y K£816mg4ttf:o 
###18 

4- (4-^^/V-l, 4-v ? TifxN°V- 1 —f/U) ^ 
y^^TVyK Ml500mgW^y 
K5mU:^#l, N, N-^f;^M7; K — $8 
Sran^, 6 oncC2«Pl«HW*Ufc. S/EiK£«J£T«« 

N-^fMM7^K5mli:^U 2 
-^f^- 6 hnT^y >6 4 8mglrM5 Ot: 

t?i3HFI8#ifco R**lc:**la^ft»3i^"C«5 

ofc&, «|3Ri«ift7K*^ h ^ l> A*** 1 0 0 m 1 "CT 



WEfldMBU 2'->fvW-4- (4-^^-1, 
4-v f Tif^^-l— f/U) -6' -~ hn-<yX7^!i 
K 5 0 7 m g £1#fc 0 

[0038] mw\ 1 

4- (4-^ ^vW- l,4-^Tif^>--l — -<:xvV 
y^7Vy K jftlMkl. lgSr^— /i^ n y H5mlfc:»A¥ 
U 60 < C"C90»«l*Lfco KJS«Sr»*B«, 1.2-S>* 
nnai^iOtolKllBMU 2' -7^-3-^7/^ 
yX7^ y K900mg£r fc° y S^lOmliCfflM? 

~TtK(15 : 1 : o. 1) WHflMli:t«^9*^*9A 
h^7:7-f — tcrfitSU n — (3-^7y^y 

94 M -N' - [4- (4-^^-1, 4-i^Tif 

1 {/Is) ^Sl/sf/U] — 1, 2, -^ai^W 

v>T ^ >822mg^r#fc 0 

N- (3-V7y^y^/W) -N' - [4- (4-^ 
^-l. 4 -i^r-tf^v- l ^<>V^/v] - 

1, 2~7x^l/y^7^y3 5 0mg^^/-/V3 
5 0ml (C«»U «#T-2 O^CjEJLT-CttftTK*** 
AU<&*D$*fc«. 3tlC#ltl7l*IB«#tfco K 

i (c^^b, ^iry^^A 119 om g ^t6 o 

•Ct?5l»IB«*Ufc. HJRtrlliltt, SJS««rWBET« 
*Ufc 0 #P>nfc^*$T7K : * 9 J—ns (9 6 : 4-6 

0:40) zmmmmt-tzons (ymc-gei 

ODS-A 120-S150. £*Tf^fl0 TJy^^n 

^rtTv\ N- (3 ^ hV/w^^^^T/w) - 

N 7 - [4- (4-^^-1, 4-i/T-&/<>- 1 - 
-O-y^T/l^] -1. 2-7xxi/y^7^Ii 
^1 9 0 m g 3r#fc 0 

[0039] 2 mm\c vxmmm 3 v>qc&m* 

H2S^4 

N- (3-^7/^y/-f^) — N' - [4- (4-^ 
^/v-1, 4 -i^r-tf^^— 1 — >f/v) - 
1 N ^ >448mg$r^.^y— /W5mllC 

*»U h y ^f-AST % >1. 43ml. kKo^7^ 
m^l04mg^Px., *Pj»3a«6T2«rM«»Lfco Mi^^ 

B^^TTK : (90:10) ^SUffiK^rd 

W^mrnM:^^- [3- (N-tKP**/*;w<* 
$ K-f AO -O^-T/l-) — N 7 - [4- (4-y^A- 

1, 4-^r-^^v-i — ^yy^/i/] -1,2 

-7x^1/^7^ ffi»ie«r456ing»fc 0 
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[0040] mmm 4 t mm^ \,xmmm 5 <Dit&m% 
mmm 6 

2' -r ^ y - 4- (A-tf/v-x, 4 -i>T^y<> 
-1 — (M -<yXmy K810mg£rfc o y S?>20mllc:« 
fl?U 4-p< ^^.y^/^P7^ K470mg*njfc. 
*a-C26#|IBWPbfc. SJS««r«H*««, #<b2tfc 

-T/W) -N' - [4- (4-^^/1—1, 4— 5?T** 

s >mmm. i76 g #fc 0 

[00 4 1] ggftffl6J: PMtKl LTH2ft« 7- 1 0 
Lfc. 

HJfe^J 1 l 

N— [4- (4- t h^v^/W^/V- 1 , 4~v> 
Tif^^-l — f/U) +<V/<iAS\ -N' - (4-^ h 
^iyO^/sf/V) -1, 2-7x^1/^7 ^ >-£465m 

^^smi^ax., aa"ei5#i«nt#byt. fcfom&m&m 

bfc 0 &btl1tm&&*vn*A'M> : *#SSU(5 : 1) 

N- [4- (1. 4-i^Tif^^-l — r/W) 
^OV^/V] -N' - (4-^ F^^^A^j - 
1„ 2 -7x^U^7 5: ^ tfilfe&6£r280mg»;/fco 

[0 0 4 2] HJ6051 l fcWMMcLTSHfcm 

Ufc 0 
HIKW l 3 

N— [4- (4-t-yf^^;>-l, 4-v> 
T-tf^V-l — r/>) -N' - 

n^y^f/i/) -i x 2-y x.^u^ifT 5.1/1. lg&l,4 
-S^-*1^>aQml^A?U 4»*«0^i»^^A«« 
£r5ml*llx., ^fi^l8l$|ffl«#bfco ^JE&^Sr«JBE»ffi 

u #e>nfc»atc«asijR»**^ h y * 

*"C2fei£U «AflKIH- h y MffiSStb 
fCo #5>tbfe«8SSrl,2-^nnai^^lOinllJl«* 
U r*U£35%/*yl^r y >-7K^0. 5ml. g^0.5ml£r;Dn 

;t»a-eio#ra«#bfc 0 ^ra&f&^y^ £^ h y 

7irh^>^nt Ky K590ngftlP*.*iftT?ll*IHffll#b 

flaw h y aff»jRgb^ 0 »e>n^SHiE 



^7fc^^b^^^^^m\ N- 
/-T/V) -N' - [4- (4-^/V-l, 4-v^T-t? 
^^-1— f/W) 'O-yV/kl -1. 2-^^i^U>'v ? 
T ^ >ifflM6264n«#fco 
[0 0 4 3] H2fc0!j6 il^ai:LTSI*Ml 4, 1 5<D 

mmm 1 e 

4- (4-^^/1— 1,4-v^r^v-i-^/v) -ow 

^7Vy K mmm. lg£^~/l^ n y KlOmlfcl* 
A?U 60^T2B#[f8SI#b*:o 

n^^iOmllC^U 2~T ^ S - 4 9 - * Y*i/ 
-<yXr= y K930mg&bTy S*>aOmlfc*#bfc£jSR 
^P^/Co ®S*K*^i&"C4«?m«»bfc«, KlS*«: 

(8 : l)«r«ttJ*«^i-S->y *y^*7A^n^ 
7>f— teTWMU 4«36*»/ft»3i^i«*«:^*&P 

£i*T4'-^ Y*i/-2- { [4- (4-^A—l, 

4 -v>Tif'N o >-- 1 — r/^) ^<>-y-r/u] r ^ /} 

X7=y K*620mg»fc o 
[0 0 4 4] HjlMl6t^«lCL-Clll^l7, 18 
Ofb^^r^bfco 
«WI« 1 9 

2' -t^JV-A - (4-7«^/^-l,4-v ? r^^>'-l- 
-OV) -6'-^fn^yX7^!)K5 0 0mg?rTH 
FlOmlWMm 10%/<7^9A-*-Jj?y»* 
5 0mgSr*nx:***ffi«tT, ^fit l 3R#ra»#bfco 

^^pp^/UA : (30:1—6:1)* 
fjtJKU N- (2-T^y-6-7<^^^^/W) -4 

- (4-^^-1. 4. -^r^^-i— r^) 
>xr ^ Kotis^ 3 0 0 m g *#^ 0 nbtitcUffi 

Wfa2 9 5mg?:fI>7tKn77y4ml t-^b, 
4—^ h^rf^V^/W n y K2 2 3mg©f h7t 
Kn77y3mlMi h llxf/i/r^yi 8 3 /z 1 £ 

h y *-Mc*»8 om 1 srAD^, mm^/vx^m b, 

^A^7fCT^V\ ftAfiUH- b y bfc«, 

-;M20:1) Sr*W»jK^i-5^y^^/v*7A^ 

^*/>«D^fc^w^b. $e>jc*jc»»b^a*fe«; 

j^b, N 1 — (4-^ h^i/^<^^-f/U) - 3 — N 2 — 
[4- (4-7«^-l, 4, -i?T'Vs<>'- 1 — r 

/i/) -1, 2-7x^i/y^75yMI 

1 3 2 m g Sr»fc 0 

[0 0 4 5] XlfeMl 9tra*ICbr*»«l2 0ft** 
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mmm 21-78 

N- (2-7^7x^/1,) -4- (4-p<^/^-l, 
4-Z/T-&'<>- 1 — T/V) -<yX7^ KlOmgSrN.N-i^ 
^MMT; K500mlfc:*<l¥U £;h,fc#B;&^J«* 
^5-10mg(^40mM), 1% 1-b Kn^^yfyhliT 
/-;WN,N-^^f;V*/VA7^ Kf£$£500ml, N,N-^ 

Lfc U'^y (novabiochem^t^iN-Cyclohexylcarbodi imid 
e, N' -methy lpolystyrene HL (200-400mesh) , 2%DVB) 40-7 

[004 6] im*#M^*&tJ9KlfeMf bottom 



R f : *M*0!l#-J}- 
E x : ^Jfe^#-^ 
structure : ^ia^C 
salt : i& 
free : 

DATA : ifeft^— * 

NMR : hA* (TMSrtWW) 

FAB-MS : KM»9M 
Me : ^vl"2 

B o c : t -yh^^/l/fevl 

R. T. :HPLCM1^1t5Wrio 

(Wakosil-II 5C18 AR 4. 6X30mm£^ 254nm, 35^, 
4.0ml/min, 5mM TFA-Me0H/5mM TFA-H2O=l/9(0min)-9/l 

[311] 



Rf 


structure (salt) 


DATA 


1 


(HCl) 


NMROftBO-cy : 

$ :2.06 - 2.24{1H, m), 2. 30 - 2.45(2H, m), 
2.77(3H. s), 3.00 - 3.24(2H. m), 3.24 - 

O. 3d VTtn, illy , O. IU **« UU V<6Q» 111/ » U. Ol VaD« U> 

J = 9. 1 Hz), 7. 78(2H, d, J = 9. 1 Hz), 
11. 06 (IB, s), 12. 20C1H, s) 


2 


oc 

(free) 


MIROMBO-da): 

6 : 1.85-1. 93 <2H, m),2.26(3H, s) , 2. 42-2. 46 (2H, 
m),2.60-2.63<2H. m) . 3. 49-3. 53 (2H, m)»3.56- 
3. 59 (2H, nO , 4. 82 (2H, br) , 6. 56-6. 62 (IK, m) , 6. 73- 

6. 79 (3H, nO . 6. 91-6. 97 (1H, m) , 7. 13- 

7. 16 OH, m) , 7. 83 (2H, d, J=9. 0Hz) , 9. 32 (1H, s) 


3 


(free) 


NMR(CDC13): 

6 :1.84 - 1.93 <2H , m) , 2.83 ( 2H , t, 
J=5. 6Hz), 3.33 ( 2H , t, J=5.6Hz) , 3.57 
( 2H , t , J=5.6Hz) , 3.62 ( 2H , t , 
J=5. 6Hz) , 6. 66 ( 2H , d , 5=7. 5Hz) , 7. 44 
< 2H , d , J=7. 5Hz) 


4 


1 NBoc 

(Free) 


NMR(DMSO-de) ; 

5 :1. 18 ( 5H . s) , 1. 30 < 4H , s) , 1. 70 - 
1.87 ( 2H . m) , 3.14 - 3.21 ( 1H , m) , 3. 22 
- 3. 29 ( 1H , m) , 3. 44 - 3. 70 ( 6H , m) , 6. 76 
( 2H , d , J=8. 8Hz) , 7. 72 ( 2H , d , J=8. 8Hz) 


5 


oc NHi 

(Free) 


NMR (DMSO-dft) : 

6 :1,34 ( 9H . s) , 1. 70 - 1.90 ( 2H , m) , 

3. 17 - 3. 35 ( 4H , m) , 3. 40 - 3. 73 

( 4H ,d) , 4.73 - 4.80 ( 2H ,br) , 6.59 

( 1H , t , J=7. 0Hz) , 6. 76 - 6. 80 ( 2H , m ) , 

6.94 ( 1H , t , J=7. 0Hz) , 7. 13 < 2H , d , 

J=9. 0Hz) , 7. 70 < 1H , d , J=7. 0Hz) , 7. 83 

( 1H , d , J=7.0Hz) , 9.34 ( 1H , s) 



l&2] 
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Rf 


structure (salt) 


DATA 


6 


(free) 


NMJUCDC13) : 

6 : L 35 { 4H , s) , 1. 36 ( 5H , s) . 1. 92 - 
2. 05 ( 2H , m) , 3. 18 - 3. 26 ( 1H , m) , 3. 29 
- 3.36 ( 1H ,m) , 3.55 - 3.68 < 6H , m) , 
3. 88 (3H , s) , 6.66 ( IE , d , J=8. 8Hz) , 
6.73( 1H . d , J=9.0Hz) , 6.95( 2H , d , 
J=9. 0Hz) .7.30 - 7.34 ( 2H ,m ) , 7.68 - 7.74 
<1H . n) . 7.85 - 7.90 (2H , m) . 7.97 ( 1H . 
d , J=8. 8Hz) , 8. 07 ( 2H , d , J=9. 0Hz) , 
8.64 < 1H , s) . 8.66 ( 1H , s) 


7 


(free) 


NMRCCDC13) : 

6 :1.98 - 2.06 ( 2H , m) , 2. 38 ( 3H , s) , 
2.54 - 2.59 ( 2H , m) , 2.69 - 2.73 ( 2H , 
m) , 3.49 (2H , t , J=6.2Hz) , 3. 55 - 3.60 
( 211 ,n) , 5.45 - 5.54 ( 2H.br), 6.66 - 
fi 71 (4H 7 20 - 7 24 f 1H m ) 7 14 
- 7.38( 2H , m ) , 7.43 - 7.47( 1H , 
m ) , 7. 57 ( 1H , s ) 


8 


(free) 


NMR(CDC13): 

6:1.99-2.11(211, m), 2.22(3H, s). 
2.38U.5H, s), 2.40U.5H, s), 2. 55 - 2. 62 <1H, 
m), 2.71 - 2.78C2H. n). 2.97 - 3.05(4H, m), 
3.58C1H, t, J = 6.3 Hz), 3.63 - 3.70(1H, m), 
6.73(1H, d, J = 9.2 Hz), 6.91(1H, t, J * 7.8 
Hz), 7.28 - 7.34(2H, m), 7.51 - 7.61(2H, m), 
7.81 - 7[J$C^ij, m). 9. 13 - 9.28 (1H, br) 
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Ex 


A 
(salt) 


R 


DATA 








NHR(CDC13): 

6 :2.05 - 2. 16 < 2H , m) . 2.44 ( 3H , s) , 2.63-2.69 
( 2H , m) , 2. 78 - 2. 83 ( 2H , m) , 3. 58 (2H , t , 


1 


"XT 


Me 


J=6.2Hz) , 3.66 - 3.72 ( 2fl .m) , 6.73 ( 2H , d , 
J=9.0Hz) , 6.87 - 6.94 (2H , m) , 7.31-7.35 ( 1H , 
m ) , 7.42 - 7.46( 1H » m ) . 7.62 <1H , t , J=7. 8Hz> , 
7.79 - 7.84 (1H ,m ) , 7.89 (2H , d , J=9.0Hz) , 8.24 - 
8. 32 ( 2H m ) f 8. 92 ( 1H , s ) , 10. 10 { 1H , s) 

FAB-MS (m/z) : 454 (M+H) + 


2 


(HCl) 


Me 


6: 2.09-Z22(lH *>» 2.29-2430H n), 2.77GK d, J = 49 
Hz), 301-3.2K& m), a36-aS6&l e). aTO-a82(lH n>, 
a86- 3,99(lH *), &83C2& d, J = 8.8 Hz), 7.12-7.32&1 a). 
7.630H cki J=20L 7.3 He). 7.690H dt* J = 2.01 7.8 Hz). 
7.770H t, J = aO), 7.98C2& d. J = 88 Hz), a04(lH dl J = 7.8 

ttA fi 11 fill A T = 7 Rl H RRfiH <1 Q 9Qf9H el Q ^ftTH 

9 99(1H s), ia80(lH s>. Ia96-1L10(1R hr) 
RAB4fi(n/z) : 456 OW0* 


3 


(HCl) 


Me 


6 : 210-2.220K m>. 2.31-2L450H ra), 277(31 dl J = 49 

Hz), aoi-a20Cai n), a37-a56(«i n), a7i-a83(m m). 

a86-a99(ia m), &83(2l 4 J = 9.2 Hz), 7.23 - 7.32(2H m), 
7.61-7.68(28, nD. 7.92-a01(4H q), 822(21 d, J = 9L3Hs) f 
9 36(21 s), 9.57(3* s> t laOSGH s), 10.66(111 s>, 11.06- 
1L20(1EI hr) 
FAB4C(m/z) : 456 OWO* 



[*4] 



-14- 





A 
(salt) 


R 


DATA 


4 


(HCl) 


Me 


6:209-220 (IH , m) , 234-245 ( IH, m) , 275 (ffl, d, 
JN.«4z) , 201 -a 19 (ffl, m) , a37 - a54 ( 41 , b ) , a73- 
a82 (lfl , nO , 3.64 - 3.96 (JH , m> , d84 ( 2i , d , .HLSHz) , 
7.23-7.31 (ffl, n) , 7.62 (1H, d, J*7.ffiz) , 7.67-7.78 
(21, m) , 7.98 -ad (3H , m) , a33 ( IH , d, , a50 
<1H, ji),a05-a45(21,br),a99(lH, s), 11X82 

f III ek 11 10 _ 11 OQ / OR U.'S 

F&B4E(dq/z) : 4870MT 


5 


(HCl) 


Me 


Nffi01BO-<Q: 

6 :211 -222 <1H, m) , 235 - 245 ( 1H , m) , 2 76 (ffl. d, 
JNtSHa) . aoo-ai9 (ffl, ni> , a37-a55 (41, n) , a75- 
aw (ffl, m) , a88-a96 (ih, nD , a83 (ffl, d t paste) , 

7.24 - 7.33 (ffl, m) . 7.62-7.68 (29, m,> , 7.89 ( 2H , d , 
J=&Sfe) , 7.96 C2H, d, J=&8Hz) , a20 < 21 . d, J=&Sfe) , 
a96-9.40 (21, hr) , ia06 ( 1H , s) , 10l66 (I.i.ttU- 
il. iM \ in , or / i i i. ou ii. n ^ in i nry 
FAB-USOn/z) : 487 


6 


MeO-Q- 
(HC1) 


Me 


6:213-221 (IH,*), 224 - 234 <1H, ffl). 278(3H,d, | 

>asfe) , ao4-a2i (ffl, m) , a«-as4 (4H f nD , a 68 - 

a75(lH,m),a84(3H,s), a 86 -a 96 ( 1H , m) . aS5 

( ffl t d , Hafa) , 7.06 ( 21 , d , >a«fe) , 7.24 - 7.27 ( ffl , 

m) , 7.57-7.66 (21, id) , 7.87 (2!, d, J^Bfe) . 7.96 (ffl, 

d, jflLfiK?) , aflB ( ih, s) , law ( IH, s) , ia50-ia€2 

( III VrrA 

I In • 007 
FAB-MS Ga/z) : 459 OWfl* 


7 


(HCl) 


Me 


6:211-222 (IH, m) . 227 - 24D ( 1H , m) , 2 77 (ffl, 5) , 

a <e -a20 (2i t m) , a37-as4 (4i,m),ae9-a8iGH, 

m) , a86-400 (IH. m) , &84 (ffl, d, J=€L8Hz) , 7.22-7.30 
(ffl, m) , 7.61 (IH, dd. J=2.<Ife , 7.3iz) , 7.66 (IH, dd, 
J=£CIfc , 7.€Hz) , 7.74 CH , d , J^&8Hz) . 7.90 ( ffl , d. 
J=&Sfa) , 7.95 ( ffl , d , ^afflb) ,190(1,4, 10i40 ( 1H , 
si) , 10l 78 - ia 90 ( 1H , hr ) 
MWz) : 509 0**ftV 


8 


c"-Q- 
(HC1) 


Me 


6:212-225 (1H , m) , 229 - 243 ( IH , v) , 2 77 (ffl, d, 
J^tafe) , a03-ai9 (ffl, m) , a37-a45 (2H, m) , a 47- 
a54 (ffl , ffl) , a87-400 (41, m) , &84 (21, d, J=ft3Hz) , 
7.23-7.31 (ffl, m) , 7.59-7.61 (ffl, m) , 7.66 ( IH , dd , 
J=20fe, affiz) , 7.91 (ffl, d, ^&8»z) , a03 (2H, 4 
>a»fe) , 194 ( IH, 4 , 10.43 ( IH, s) , 10.89- 1L02 ( HI , 
hr) 

FAB-&B(m/z) : 463 OWD* 



[«5] 
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cx 


A 
(salt) 


IN. 


DATA 


9 


(HC1) 


Me 


6:Z10-Z22 (1H , m) , 2.26 - 2.39 (-1, m) , Z78 < 3H , d , 
J=4.2fe) , aO8-a20(2H,n), a38 - a54 ( 4B , m ) , a69- 
a78(lH > m) f a88-a96(lH r in) t a84(a,d,J=a3Hz), 
7. 23 - 7. 31 C 2H , a) , 7. 37 ( 1H , t t J=a8Hz) , 7.60 ( 1H , dd , 
J=Z0fe, aSiz) , 7.66 ( 1H, dd, J=2.<Kz , RSfc) , 7.89 (2H , 
d, J^3fe) , aC6-&10 (21, a) . 9.89 ( 1H , s) , 10.33 

V In , , 1U to - IxX iX> \ In , DT ) 

FAB-ffifa/z) : 447 0WD + i 


10 


Me 

(HCl) 


Me 


6:ZU-Z34 <2H , m) , a37 ( 3H , s) , 2.80 ( 3H , d, . 
J=lL2fc) , a<12-a21 (2H, m) , a4D-143 («, m) , a 63 - 
a 68 (1H , m) , a88-a96 (1H , m) , d86 ( Zi , d , J=a3Hz) , 
&86 (2H , d, >aab) , 7.25 - 7.32 ( 2H. m) . 7.41 ( 2H , d, 
J=&Ofe> . 7.60 7.66 (21, a) , 7.71 - 7.77 ( 21 , nO , 7.87 
UH , a , J=o. am) t \f.ot \ In , S) , 1UL If v. in , sy , iu zu — 
10.28 (lH.hr) 
FAWBWz) : 443 OH0 + 


11 


(HCl) 


H 


NROlGO-cQ: 

6:Z01-Z14 (2H,nO,a05-ai2(2l t iii).ai7-a24 
(2H, aft , aCT-aez (a, q) , a 78 - a82 ( 2fl ,m) , ass 
(3H r s) , a86 <a, d, ^aafa) , 7.06 (2H,d, j=a«6) , 

7.22-7.28 (2J. n) , 7.59 - 7.66 ( 2H , n) , 7.89 < 2H , d, 
J=& Sfe} , 7. 99 v 2J , a , J=oL ate) , ai9-9.33t.2i, or) , 19? 
( 1H. s) . ia20 (1H, s) 
FABHfiWz) : 445 OH0 + 


12 


cr*s 
(HCl) 


H 


NR(ftB0-<9: 

6:Z06-Z14 (21, nO , a07-ai4 (2H, m) , a20~a27 
(21, m) , a57-a63 (2i. m). a77-a84 (2i f m) , &88 
(2H. d, >flL3Hz) , 7.22 - 7.30 ( 2B , m) , 7.59 ( 1H , dd , 
>Zdfe , 7.9fa) . 7.62 ( 1H . <ki , J=ZCBz , Ztttd , 7.90 ~ 7.92 
<3H nO « Qi - Q 06 f 1H hr) Q90 f 1H s) 10.44 ClH 

a) 

FAfr*6fo/z) : 455 Ot+ti) 4 


13 


(HCl) 


Me 


MR02GO-4): 

6:Z12-Z34(21, m), Z8l(3H, d, ^ISfe), aQ2-a22 
( 2H , n) , a39 - aS5 ( 4H . flO , a68 - a72 ( 1H , io>. a89 - 
a96 (1H, o) , a86 {2H, d, J=a»fa) , 7.23-7.31 ( 2H , hD , 
7.B5 (1H, dd, J=L4fe, 7.3B&) , 7.66 ( 1H , dd , J=L4Hz . 
7.3te) , 7.87 (ffl. d, >afl^) , 7.91 ( 2H > d, ^Sfz) , a85 
(1H, $ , ia23-ia32 (IH.hr), ia41 ( 1H , 5) 
F/&ffiWz) : 469 Of^fi)* 



! 

J 
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Ex 


structure (salt) 


DATA 


1 A 


(HCl) 


6:211 -222 (IH, m) , 226-2 34 ( IH, m) . 2.79 
(3H, d. J=LSHz) , 3.05 - 3.23 ( 2H , nD > 137 - 
151 (ffl, m) , 165-175 OH, m) , 177-183 
(IH, m), 1 84 { 3H , s) , 6.80(21, d, J^aSHa) . 
7.11 (2H, d, J=a»0 , 7.22-7.28 ( IH, m) , 7.54 
(2H,d, J=*8ft) , 7.36 - 7-62 ( IH . m) , 7.88 
<2H, d, J^ffiz) » 7.95 ( IH , d , J - 7. SHz) , a 56 
OH i d , J*7.9Hz> , ia38 ( IH , s ) . ia86 - 10193 
( IH , hr ) . 11.99 ( IH. s ) 
F»B4fi<m/z) : 459 OHO* 


15 


(HCl) 


NMROMSO-de, 80*0: 

S :2. 10 - 2.22 (1H , m) ,2.30 - 2.43 (IH , 
m) . 2. 75 - 2. 79 ( 3H , br) , 3. 06 - 3. 14 
< IH , ■) , 3. 18 - 3. 24 < 1H , m) , 3. 27 
(3H , s) T 3. 37 - 3. 51 { 4H , n ) , 3. 70 
(3H , s) , 3. 72 - 3. 82 (2SI , m ) . 6. 70 
( 2B , d , J=8. 8Hz) , 6. 79 <2H , d , 
J=S. 8Hz) , 7. 14 - 7. 19 ( IH , a) . 7. 29 - 
7. 40 <3H , m) , 7. 37 ( IH , dt , J=l. 4Hz , 
7. 8Hz) , 7. 49 - 7. 54 ( 3H , m) , 9. 72 ( IH , 
s) , 

FAB-MS (n/z) : 473 Ol+H) + 


15 


0 

(HCl) 


6:211-223 (IH, m) , 229-240 ( IH , m) > 2 78 

(af,s),a38-a^(2H,m),a50-a39Cai> 

d) , 178 C3H, s) , 179 - 182 (2H , m) , 189- 
198C2H, m) , 6. 91 (21, d, J=&8Hz) , 6.97 (2H, 
d. J=affiz) , 7.22 (IH. t, >a3fe) , 7.58 ( IH , 
t , paati) , 7. 62 (2H, d, J=aflfe) , 7.79 (ffl, d, 
J^LSfc) , 7.95 (1, d, J=SL3&) , &61 < IH , d, 
J=&3iz) , KX47 (IH, s) , ia79-ia91 (IH, hr) . 
1L84 ( IH , s ) 
ESMBWz) : 459 OHO* 


1 7 
1 1 


(Free) 


NMRdWSOA): 

6 :2.09 - 2.26 (2H , n) , 2.68 ( 3H , s) , 
3.07 - 3. 18 ( 4H , m) , 3.28 (3H f s) , 3. 35 
- 3. 40 ( 2H , m) , 3. 66 - 3. 70 (2H , a) , 
3. 74 (3H , s) , 6. 53 ( 2H , d , J=8. 3Hz) , 
6.92 (2H , d , J=8.8Hz) , 7. 13 - 7. 17 (IH , 
m) , 7.26 (2H , d , J=8. SHz) , 7.33(1H , t , 
J=7.3Hz) , 7.39QH , t , J=7. 3Hz) . 7.56(1H, 
dd , J=1.4Hz , 7.3Hz) , 7.61<2H , d , 
J==8.8Hz) , 10.09UH , s) 

FAB-MS (m/z) : 473 (M+H)* 
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Ex 


structure (salt) 


DATA 


18 


lite kjl (J* 

(Free) 


NMR(DMSO-dfl, 80*0: 

6 :2. 14 - 2. 23 (2H , m) , 2. 67 - 2. 71 ( 3H , 
br) , 3.07 - 3.14 ( 2H , m) , 3.21 - 3.26 
( 2H » m) , 3.34 (3H , s) , 3.59 ( 2H , t . 
J=5.9Hz ) , 3.70 (3H , s) , 3.73 - 3.77 <2H , 
m ) , 6.79 ( 2H , d , J=8.8Hz) , 6.82 - 6.90 
(3H , m) , 7. 05 - 7. 12 ( 3H . m> , 7. 25 (1H , 
t , J=8.3Hz) , 7.78 ( 2H . d . J=8.8Hz) , 
8. 06 ( 1H v d , J=8. 3Hz) t 9. 83 ( 1H , s) , 

FAB-MS (m/z) : 473 (H+H)* 


19 


(HCl) 


6:2L11-2.31<&1 n>, 2.81(3H d, J = 49lfci), a 01 - 
a22C2H aO, a31 -356® ni>, a65 - a76 ( 1H . 
v) ,a8lC3a s), a 85 - a 95 OS m), a84(2fi 4» 
J*8Hz), 7.02(31 d, J = a8Hz), 7. 16(1H, d. J = 7.3 
HO, 7.24(1H. t, J = 7.3 Hz), 7.530H, d J = 7.3Hz), 

7.87® d j = asfe) f assoa s), a78(ia s), iao6 

- 10L20(Ui br) 
FAB-MSfe/z) : 4730W0* 


20 


(HCl) 


6:210-a31(5H ni>, 2.81fct d J = a9Hz), a 02 - 
a22C^ nO, a37-a54C4H m), a62-a73(m nO, 
a81-a94(«, m), a82C3i 4 ^a8&), 7.05(31 d J 
= affiz), 7.150a d J = 7.8 Hz), 7.250H. t, J = 7.8 
Hz), 7.57(1H d J = 7.8 Hz), 7.79(21 4 J = a8Hz), 
7.96C2H, d, J = &8Hz), 9L55(1H s), 9.70(1% s>, a 86 
- ia020H br) 
FAWBWz) : 473 OWO* 



[ftl4] [318] 
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Ex 


A 


FAB-MS 


R. T. 


Ex 


A 


FAB-MS 


R. T. 


21 




459 


2. 60 


33 


Xx 


508 


2. 54 


22 


V 


472 


2. 18 


34 




449 


2. 63 


23 




463 


2. 84 


35 


(X 


429 


2.49 


24 




463 


2. 39 


36 


"Tx 


443 


2. 80 


25 


Tx 


507 


2. 93 


37 


XX 


447 


2. 66 


26 


JX 


507 


2. 93 


38 




447 


2. 40 


27 


IT 


507 


2. 45 


39 


'XX 


555 


3. 15 


28 


CCX 


473 


2. 50 


40 


XX 


555 


3. 13 


29 




493 


2. 89 


41 


T 


555 


2. 61 


30 




537 


2.61 


42 


CCk 


479 


3. 13 


31 




497 


3. 26 


43 


a 


435 


2. 37 


32 




497 


3. 34 


44 . 


a 


435 


2.40 
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Ex 


A 


FAB-MS 


R. T. 


Ex 


A 


FAB^B 


R. T. 


40 


. H 


41 ft 


9 19 
Z. 1Z 


fin 




*±Z70 


^ 45 


A& 
4t> 


Me 


400 


9 51 
Z, Ol 


fil 

Ol 






9 Qn 

e£. «7V/ 


A 7 




4Q7 


0 57 
Z. 0/ 


£9 
OZ 


Me-^T** 

""AJk 


5m 


^ in 


A O 

4o 




vf A/I 
404 


Z. GO 


Dj 




01D 


H7 


A C\ 

49 




4iy 


9 11 
Z. 11 


04 




44Q 
44y 


9 57 
Z. 0 I 


0U 




AA*7 
44/ 


9 t57 
Z. Of 


fi5 
00 


Meyi 


4fr4 


1 75 


cr i 




/I CQ 
40o 


z. o4 


00 


1 sJkX 


4DC5 


9 5Q 
Z. Do 


DZ 


fvS 


4oU 


9 Q9 

z. yz 


A7 
0 / 


Me 


4R9 
40Z 


^ 1Q 

O. 


CO 

DO 


Uk>k 


4oU 


9 51 
Z. 01 


0o 




4fiQ 
4017 


1 ftfl 


04 


rVi 
k*k«*k 


4oU 


9 ri5 
z. uo 


5Q 

oy 




ftOO 


^ ft5 
o. uo 


DO 




4oU 


9 on 
z. yu 


7fl 


OCX 


4fift 
fiOO 


9 fi5 

Z. OO. 


00 


MX 




9 ftQ 

z. oy 


71 


W s-k 




^ 91 


57 


j6k 


457 


3. 10 


72 


or 


469 


2. 59 


58 




457 


3. 04 


73 




591 


3. 62 


59 




473 


3. 03 


74 




464 


2.61 




Ex 


A 


FAB-MS 


R. T. 


Ex 


A 


FAB-MS 


R. T. 


75 




477 


3. 25 


77 




478 


2. 30 


76 


Me 


521 


3. 07 


78 




464 


2.59 
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[ft is] [in] 




' A 


B 1 


B 2 


R 


M3- 


-CONH- 


-NHCO- 


Me 


-NHCO- 


-NHCO- 


Me 


-CONH- 


-CONH- 


Me 


-CONH- 


-NHCO- 


Et 


-NHCO- 


-NHCO- 


Et 


NH, 


-CONH- 


-NHCO- 


Me 


-NHCO- 


-NHCO- 


Me 


-CONH- 


-CONH- 


Me 




-CONH- 


-NHCO- 


Me 


-NHCO- 


-NHCO- 


Me 


-CONH- 


-CONH- 


Me 


-CONH- 


-NHCO- 


Et 


-NHCO- 


-NHCO- 


Et 



[S121 
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A 


B 1 


B 2 


R 




-CONH- 


-NHCO- 


Me 


-NHCO- 


-NHCO- 


Me 


-CONH- 


-CONH- 


Me 


-CONH- 


-NHCO- 


Et 


-NHCO- 


-NHCO- 


Et 




-CONH- 


-NHCO- 


Me 


-NHCO- 


-NHCO- 


Me 


-CONH- 


-NHCO- 


Et 


-NHCO- 

ill ivy V/ 


-NHCO- 


Et 




-NHCO- 


-NHCO- 


Me 


-CONH- 


-CONH- 


Me 


-NHCO- 


-NHCO- 


Et 


-CONH- 


-CONH- 


Et 


NH- 


-NHCO- 


-NHCO- 


Me 


-CONH- 


-CONH- 


Me 


-NHCO- 


-NHCO- 


Et 


-CONH- 


-CONH- 


Et 



(51) Int. CI. 7 K8>JC#. 
C 0 7 D 405/12 
409/12 



F I 

C 0 7 D 405/12 
409/12 



(72) ^ ^ 

(72)^?g# mm 

(72)3£^# A« ^ — ^15 



<72)365H# ftH 

F^— A(##) 4C063 AA01 BB09 CC36 CC76 CC81 

CC92 CC94 DD04 DD14 DD36 
EE01 

4C086 AA01 AA02 AA03 BC54 GA02 

GA04 GA07 GA08 MA01 MA04 

NA14 ZA54 ZC41 
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